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1 

[§t*«2] tF?Uffii&HflafcSK-BR-3©JgaS±tS 

©jaSK<fcDJ&£$nfc/W:/y F-TlCkDg&sn 
c - e r b B - 2 SasaHfc#S»fcEirr^ Jl t £ 
4$t&iTSfi c-erbB-2^/^ D-T^Jite. 
[8f*B3] A-Y^'J H-VGFD-OA-p 18 5- 

i rnxmrnmrni 2206^) ~c&z>ffi7m2&m<D 

[»*S4] »#«2fciEfS©i^£&fi^£bT-g- 
[000 1] 

[g8±©fOT#lf] *$9Itt» 8©^BrRtff&f&fc:fr 

f^swtcttc - e r b b - 2 wagaHfc^-r^^/ ^ 

[0 0 0 2] 

[*£*©M jgjte^^tt, sa«j5oa«»^n 

\z&t>Ttf*& ; 5\zft&-rz>s r cat, fflja^sma 
L««B?£©*s£$ft£#T5££#gfc*8<J3n 

fl»ns/>*:J— -K©5"&. .hAMBASH? (e p 
idermal growth factor, EG 
F) £gEGF©gg#: (Hr^-) &SHH'r&5& 
H*3-F-r*«a»e?&LT&V»fflSnfcc-e r 
b B — 2 jt^T [Y amamo t o. T. , e t. a 
1. . Nature, 3 1 9 . 230-234 (198 

6) ] ©ftse?24r?«sp 1 8 5*e?i& «*© 
*««jWB»&nT*tK mzmmwzmmm®c-e 

r bB-2fie^©Jt"g*igfte > nTV>-5. Z\<J> 
c - e r b B - 2 «e?<D*MiS*#. *©J8S, tffc 

[S 1 amon, D. J. , e t a 1. , Sc i 
e nc e. 2 3 5, 1 7 7-1 82 (1 987)]. 
[0 0 0 3] c-e r bB-2fie?li. -fe>Ae>K± 



2) &M¥7-5 9 5 88 

2 

o e g f nsy*-ae?tiWH©«a*»'pa6rPt 

UT58Jl*n [Semba, K. , et a 1 . , P r 
oc. Natl. Acad. Scl. U. S. A. ,8. 
2, 6497-6501 (198 5)], N*^©->^ 

i-fri?-7)nzm<mim\ i *'(>\z\t. 2^©->z 
ft >\z%A,rmm*&r>, ££EGFiH*7**-t© 

75/&SB^©ffiHtt#4 4%iigi<, m&Ol'-t'?? 
-©»#£L-TV^t#Ae.*aTV^. gat£?©lffllB 
ft F *-f >ttS13©*^— if F*-f >&C3M©Mfll F 
10 *-1>t&r)t£Q* Uf#»75yKE5"Jti5^T, EG 
F W-fe^-O*^— KF^-f >t 8 2 XOKV>ffi|^tt 

*n-enEGFfc»jOT*ttwc«#att 

*0»*. £&, c-e r bB- 2&&T-\tV'i >K~-# 
£©#RtL&7y FWJSfi^Fn e u [Bargman 
n, C. I. , e t al. , Nature, 3 19, 
226-230 (1 98 6)] tffi^ffi*^<, 
FfcfcttSneuikMcfcttSc-e rbB-2t 

20 «. i^i;ffle?smbTv^t)©t^$nfc. sic. 

c-e rbB-2tt^H t g*U8 5kd©^$©#S 

ilfciH* 1 4 0 k d cfc V D V> £ 
6, ««©^l,fci'>/ti'IT*5titSn& [A 
k i yam a, T. ,et al., Science, 
2 3 2, 1 644-1646 (198 6)]. -tLT, 
tL©^>/^II ttttKWrt K*5 V>T, ^ -> P > W 

[0004] c-erbB-2®^S^«tt 

7>X7*-AJ£&#, IMiraMMtlCfc£-0©X 
&*tgD, /V) >&>/)V? 5 >Rfc«fl: L& £ i K <k 0 
SftSnsfeOT&SC&tfH&JMc&Q [Bargm 
ann, C. I., et. al., Cell, 4 5 , 6 
49-657 (1986)], JI©;i£j&»£>c-erb 
B-2Ci5Vvrt>, *ttfc-T56 5 9#S©7S/K*V\* 

tneu»e?tR«tC. NIH3T38BBat)tt-r5F 

7>^7*-Aie^#-r^t^*nTv^ [d i - 

40 Flore, P. P. , et al., Scienc 
e, 2 3 7 , 178-182 (198 7)]. *fc, C 
*$©*«$ F^-f >Z*m\zXmt<ikZ&&\zl:-oX 

t>. wia©^«tDtt^t>©©, aiteF5>^7*- 

AtE*3g#U#S. SIC _h!2iS5£g###-fS£, c 
-e r bB-2tt,fc9i$V>F7>X7*-Atg£3l#-r 
SIlt^T^S. Ctl^©F7>^7*-A|g&3i#b 
fc^Ttt, ^-f*lt>c-e r bB-2*>/^R©^D 
-»»J >g?ft:«tt*t±#LT*0 [S e g a t t o. 
O. , et al. , Mol. Cell. Biol.. 
50 8., 5570-5574 (198 8)]. c-erbB 
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(3) 



7-59588 



[0 0 0 5] V>£-r>©?Sttfc£l/Ttt. ££^©^41 

-IcrJfc^ifcc-e r bB-2tt, NIH3T3Sh7 
>X7*-At-SSft£8fcfcV>*<, N I H 3 T 3 SABS 
«FTgA£itfc:SV4 OT'n*:-:?'— -3^c-e rbB 

H3T3^lfift. h7>X7*-Abfc^S**-r<fc5 
Z.<DZ\tifiB. c -e r bB- 2©iiS^%3i 

[Di-Fiore. P. P. , et a 1. , Scl 
encfi, 237, 1 78-182 (198 7)]. 
[0 0 0 6] c-e rbB-2©fcMKfc4stt*Ste?' 

V>5 [Yokota, J., et a I . , Lance 
tX> 765-767 (1 98 5)]. SUBtC^T 
tt, fchlL«fcaKlS*0JHBIUBfc, c-erbB- 
2<!>S& : ?-Ji1H#B&&n&C£ [King, C. 
R. ,et al. , Science, 2 2 9, 9 74 
-9 7 6 (1 9 8 5) ;Yamamoto, T. , e t 
a 1. , Nature, 3 1 9, 2 30-234 (19 
8 6)] &*Ttt?UBtt£*>«£©i^8©-^T 

**cit«tma:oT, gfts-ccae^tntfus© 
c - e r b B - 2mtg?<ommifi3tztu 

V^CtA^lS^tXTV^ [Slamon, D. J. , e 
t al. , Sc ience, 23 5^177-182 
(198 7) ; K r a u s, M. H. , et al,, 
EMBO J. , 6.. 6 0 5-6 1 0 (1 9 8 7) ;Z 
bou, D. , et al., Cancer Re 
s. , 47_, 6123-6125 (1 98 7) ;Vij 
er, M. , et al., Mol. Cell. Bio 
7^2 0 1 9-2 023 (198 7) ;Guer 
M. , et al. , OncogeneRe 
3., 2 1 - 3 1 (1 9 8 8) ; A 1 1, I. 
et al. , Gene Res., 3, 13 9 

e t a 1 . , 



1. , 
i n, 
s. , 
U. , 

-146 (1 9 8 8) ; Ta 1, M. 
Cancer Res.. 4_8_, 1517-1520 
(1 9 8 8)]. *mzte^Xh»mt>ifi¥%i®3&<Dffi 

r-iTCc -e r bB-2»£T©«i|@£&f*U 10¥ 
M©^±?¥^SltiRUfcfiSc«S«febTfeD, &m 

Mftifc [Tsuda, H. ,et al. , Cane 



erRes. , 4_9. 3104-3108 (1 98 
9) ] . 

[0 0 0 7] K±©«fc5fc#ft©*Tjfi*Fm, c-e 
r b B - 2 * W^RKW-rsStflB**/ 9 P-^*i 

ftmtk&m \z <t o T^at-r a t> n m s noo * o 

[Masuko, T. , etal. , Jpn. J. Ca 
n c e r Res., 8_0_, 10-14 (198 
9) ;Yamada, Y. , et al., Jpn. 
10 J. Cancer Res., 8_0_ , 1192-119 
8 (1 9 8 9)], c-e r bB-23S«eT-S«J*U 
8rrZtii#tVT'b. Wttfc-e r bB-2«£^© 

c*m&i$zmm?5$v>7ti-i-)mfc pAbi 

(T488 1) [h>J h>;W*-y--fX>xaS (Tr 
iton Bioscience Inc. ; Al am 
eda, CA) ] =W— If H^-f >£^f£#U 
^D-^-JP^Ab-l V—y^-i l>Xttfi 

(Oncogene Science Inc. :Ma 
nhasset, NY) ] c-e r bB-2©*88& 

a? ^H;M>£^i£t-s*y?p-:*-Mtfk sv2-6 

1 r £3 l l"f*iCAa» (N i t i r a i Co. : 
Tokyo, J a pan) ] ^#ft£tVO>5. 
[0008] 

[^?H>w$mL<fc'5£-r5ras£] *%w©ew«. m 
m. mz&m<DBWit%im\z&»T* zntwmom* 
mms^-t??- (<&*«©«&te^) sissrr*^ 

[ o o o 9 ] t tJUKMntfts K - B R 

30-3 <Dmm±:m'vmtvrcm%W}^<Dimmmtm%m 

\Z£*)m±ZtU c-erbB-2HMeifctSB 
fcHJfcf c - e r b B - 2 * / * D— ?-/l4ft$£JI 

[0 0 10] HC*|gtBtt)R3ffi, &K:?LS5©^BlraiRtf 

[ooii] ±e a 

iafc«g«. t:hsamia©Bi^bfe&^ftMttTfflv^ 

b r- AfilfflaattT?* £ S K - B R - 3 MB# & ±E#ifc 
Ct^Tfic - e r b B-2^E7^D-^Si#:i£#«. 
fcf£5>)U Z\Z\\Z*%ty&%!frtZ>\Z^t^ 
[0 0 12] 

[^is<£»ft-r^fcje)©¥K] *^c«tiatf, tus 
ansa© »i®K,®*%&%mt. vxm^z z\tz®mt? 

h*L8fffllBttSK-BR-3T7&&L& 

m%W}^<D^&mmtm%mm^mmt<Di&^\z^ 

50 DMSnfeM^U H-^l:iDI^nc-e rb 
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(4) 

5 

b - 2 HjigaRfcftswfcRfc-rs c tmm t?z 

ffic-erbB-2^y£ a-^VtfifoWg&sns. 
[0 0 13] *fc*^t'«kntf» /W7*'J F-T**G 
FD-OA-P18 5-1 («XW®^1 2 2 0 6 
^) -e2bS±Etric -e r bB-2 ; E/^D-tMft: 

[0 0 14] c-e r bB-2Biase 

©sfijffi 1gtt«Jgt£©K]*te8Rtf&0r£WS!> 

[0 0 15] *%m<D : £;Vu-j-)V%i&<»®.T/k 

[0016] #8$ia#©Ki§»> ±ia©aDbnsaa 
monj&ityi&fi&Vimt ltj8v>* e: t<&^©sfr 

tw\m\zvxmmx^. ^niz^xmmmi-v^^ 
-\zM~r2>mm&Li¥z®mziisim-czz>. zzx±mm 
mm^u±-/^-\z\t. Mxtf±MfiHfi/t^- 

(epidermal growth factor 20 
receptor ; EGFR) , -i >XU>Mfi@f 

(igfr) , m^w&%$3m=i-v*.-f$ 

— (platelet-derived growth 
factorreceptor), 3 a~— fUStB^ 

h*:/*- (csfr) ^ats^sns. 

[0 0 17] *^Wgtc -e rbB-2t/?D-t;l' 
fc»©-*®^ifflia (ft#*fflfl&) tLTtt, thJUKM 

sa«cSK-BR-3iHasa©^ft;<fe*ifflVie,n2>. rss 50 
ftWBfiL sK-BR-aiffliiajcoamo^st^vi. 
mztttBm±.mwtmttome>Mmz-si®{£vxmmx% 

5, JLClT!fflV^n-&SK-BR-3ifflgatt^T» 

B> (AT CO C^FftSnTVi* [Have l, R. 
J., et a 1. , J. Clin. Invest., 
34 . 1345-135 3 (195 5) . 
[0 0 18] ±ffiSK-BR-3fflJ®©pJjgfc!&£&a! 

^mct^TtS [MSHanf land, 40 
P. , Chem. Phys. Lipids, 1 5 , 1 0 
5 (197 5) ;Hanf land, P. , Chem. 
Phys. Lipids. _1_0, 2 0 1 (1 9 7 6) ; 
Kosclelak, J. , Eur. J. Bioche 
m. , 3_7. 2 14 (1 9 7 8) . 

[0019] &jjmt* «to*^wttt, «*«±eft 
&®®o>mmM®mmm (tcuub) tovt&tm. (h 

ybridoma) fcfP&U Ctl<tOc-e rbB- 



ftB§¥7-5 9 5 8 8 

A#HW p^? h£i r 7 7W-&£VHi7*n7- 

> ASlIS* J; -577 * =x-f ? B-7 7 

[0020] ±mm$mt&<Df&&\zi$\,*T$i&m&* bp 

5, SK-BR-3 HUBS© TOMrtTCftft SttSttftft 
«ttHR»#i* fc J: 0 , ff *tt±Bftift3ftJi(Xtt&£k: 

*$%wimzi$mto. Aw, at. ffiErtaw^fckos 

[0021] ±Efc£vvrj§<'>sn«&tt&i/Ti*. a 

^*tM©fp^»c^ D«ffl$nr^sjiS5H i ©^ , bb< 
tt^ftosaKStix &.mmz\zwatt& 

<fc0ffltrj$nfcgB« (7X*»J-*»HMfc #&W6 
1 -6 1 3 5 0^&«) ^©H*\ #U U #U y 

[0 0 2 2] Sfcff&KX^L-Ttt. S^OStlS©^ 

«7s/st75/g£&teS§£;*-e-^ «*«^u* 

F, X^-»7)V7 i kH, TSJtfTJl^fc F»©IMWfc 
S>7)Vxt FM : 3 1 :t-)l'Si3 1 #-)VS££8Mg*S£ 
09*.«N, N' -o-7i-l/>J?7K5 
h\ N, N' -m-7i-l'>77H5hW?l' 

N - 1 FD+J'X^VW 5 KXXf AH. 75ySt 
fcJMfcfrS'JWtefcTS Ft&fc3tf*a*«>"^Fil 

'v*S'Jfc&/MW5F. N-X^-N' -J?*?* 

75y*;p*5?-f3F» i-x^-3-s?-fy^nK 

tt. 75/It*m->ltS75 FIS^S**** 

5lCp-^7 x /x^A7xr:;URK^©^7!/x^A7 
y-Jfc&Jl^WBfcjMt©"*:/* 1 Ftt^^ASJSN 
ft. «AMLhBR*»^Ht*afrttfc'b©t). ±B2fe 

[0023] ftjstt, OT^tiT^x^ctop^-rn 
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(5) ftffl¥-7-5 9 5 8 8 

7 8 

«. ±e&g«yg££3!it&*-&;fru >mmmm (pb gg©*>©£. m%%mzm3 o~6 0w/v%oias 

USS-S-fitfift 1 0 0~5 0 On g/T 9jgf;:£fc«fc9, flrS©/W:/'J H-vWMiaft 

9;*ggfc&£<fc5{cLT*ffiT£©aW$L^. S. 

fluatUTtt, ±i2giKfs:4»jK)3 B^cjamt^ipfsg [0026] #&ns^fs©/w F-v©#«t«, 

a»fisfigffl-r^o*w*i/K cct7ftS«iMtuT« afc©s&ji&«&» mabhats«! <t***>^>» 

HsnsMni*. «5^.«^teiejfa« (fcs) mz-sts 7$;7*)>&&?s.i>>&sts%M Tfcg-rsrt 

a#©fc£fflfcifi, fl:{fcWlCtt5 96 F C SSstDR PM I lCJ:Offftt>n«. &HATJg*T?©£*ltt. IWtf 

- 1 6 4 owMFicTJftSft. io~io otticauBb 10 «;w^u p-ve01©mb (*K£*i8&^) *9Esrr 

[0024] ±t2^g«aiiati»^$n^*©isaB)fit fc«sns. 

UT©*a»itw»iwfcBi«Bfci/T»» kic£*i© [0 0 2 7] BnftttK£tt©tt*& m^bel i s 

tt4©fc©. W*.tfp 3/X6 3-Ag 8 (X6 3) A& [Engva 1 1. E. , Me th. Enzymo 

[Nature, 2 5 6, 4 95-497(197 1. , 7_0. 419-439 (1980)]. -fy-i; 

5)] , P 3/X63-Ag8. Ul (P3U1) [C ifc, t^nr- (Ou c h 

urrent Topics in Microbio terlony)fe 55?^--Y Zx/Ty-fe-f (R I A) 

logy and Immunology, 8_L, 1 ife^©-)ISl£ft<*©&ffllC^enTV>5a*©;£& 

-7 (1 9 7 8)], P3/NS I — 1— Ag4 — 1 ( r/W^U H-VSM/i'Ii-tAfift . 

(NS-1) [Eur. J. Immunol., 6^5 &R&D^r:>^ff, Jg3 0 - 5 3K, B8?U 5 7*f 

1 1-5 1 9 (1 97 6)], Sp2/0-Agl4 3 5 B#R8) £fEV>%ttT« £ <h*<T£. CW&fgfc 

(Sp2/0) [Nature, 27 6, 269-27 ttMS^StK^JfflT^^. 

0 (1 9 7 8) ] , FO [J. Immunol. Me [0028] ^<LT^n5c-erbB-2SII 

t h. , 3_5. 1 -2 1 (1 9 8 0)] <K>5y Hcfe fiRSB«**Wa©*/*n^/l#i#**£ , r*A 
lJ52 10.RCY3.Agl. 2. 3. (Y3) [N »*©*»T»ft**"r*E£**T? 
a t u r e, 2 7 7. 1 3 1 (1 9 7 9)] ^©#fiJB Sfc*fl«*«l>TJBHflarrS!:t«fC**. ±12 

[o o 2 5] ±i3^ssffliist^«ae)ia««e)iat©iit^s 50 «, k/w^u f-t«. *Scic«-9T**i/T*©« 

&»©#}£, •WAtfv<;vx5'-f>& (Mils «±»tbT#5^F^, A-f^UH-T«cnta^ 

t e i n) ©#& [Method in En z ymo tt©«SqMJmc&*UTJiat3tt. *©K*tUT 

logy, 7_3. 3 (19 8 1)] ^fc¥UTfrfe5 d #£7j«;a<8fflSnS. tff#©#ifett, £**«©tt#£ 

«fcDAflctt£ttJ:i21i*£Efctt. 9tt©H #^Ol:ILT*?), ft*©38f8ttt» St#©*S£Sfc 

£4iii8J> CTA«^'Jx?W>^U3-;i/ (PEG) , SUTViS. £;fc±g©£fc<UT#e>nstfi;&tt. JE 

•fc^'f'MA'T. (HVJ) »©ffftTlC, S^©^tt! IC*W» 77^-T^i?DVhif77^- 

^^xA**^H«©ii»«i**aiic*UT»arr* [0 0 2 9] *9bmmm& unsflJELT, 

tfbT»#*. msuaa fc<fc<&75& &tm&* 77^zf^D7h^7^-^oit«) 

R«BJMi]BC»UTftaBWBaBl~l 0ffi«KfflV» [0 0 3 0] *MHR#©fWllcJ:ntt. 

S©tfttX'V&S. Bl!<&El&B$©Jgifc£L-Ttt, mi ©c-e r bB-2|18MaR£, ft&K££J:DttJI 

BHiffl«a©ii«ura^ffl$n-5^a©fe©. ffl&fifR ntcajrrs^&Accss. vus&tvx\t, m^<on 

PMI-1 64 0S*. MEM^i, -t©ffi^©SifflBa F-f y «feC«k*55>:*-f (R 

£8icHRicfiJB2ti*fe©&0farc&. attcn&ig i a) , vmft&w&& (el i sa) , 

mttmvtskm (fcs) ^©jMffiffi^*fe^Tfe<© ra£e©ft0&tt#&#t¥tf&n. c:n5**tt©Mk 

bfcPEG^JK. W^tf^SH 5 *! 0 0 0~6 0 0 0 50 - 1 7 7 n-^?©fi#l:*%TOfl:S^a t5A\ 
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(6) 

9 

j£ZWtW*ft-?'>7. 1 gGfa#fc£©gil&ia#£Sg 

jg-r*fcfo w^tiBj^ufciBBies 8 4 p. 3 5 s, 

it, S&a-BI&> Efci*J8#>£l'AU (Laemml 

1) frz<Dmmmzm®2itr£'&, z.o>&fcm®mzm 
Atf, 11 ot^roftircEissit, #U7?u;w7s 

«l (SDS-PAGE) SfTft^tlCfcO, *5S9J© 
tafcifcHWlCKlfrrs c-erbB-2 MSgem© 

[0 0 3 1] ±K^Sfc^ViT^#:tUTtt, 

k mm&^mfcmi&ftmmzftm\srch<Db±fflk# 
t LT&mtz z ttfi-vzz. z. z\-rm®u:vtc.mj&. 
ikzMtt®{tm®m®*:m&?zKt>K)\z. 

[0 0 3 2] #&Wift#©g§£Wt£bT«, if ;l0 7 

v> hi*?— mosmomm-p. 3 2 p. 

[ 3 5 S] ->Xf-fX 1 1 • I, 1 » " I, MJ^tf 

&®om&®mmmf &n*. &%mmt* %mz 

ftAfcfi^ [Nature, 1 9 4, 4 9 5 (1 9 6 

2) : A c t a. Endocrinol. Supp 
1. , 1 6 8, 2 0 6 (1 9 7 2)]. 

[0033] *®fciamt> m&ftmm®x\t*ft®ft 
*®&&mzto¥tox\mmmzig&2vzz.t 30 

*. t77T«;?x, t7rn-X, tf'JT.^l'X % 

if - )vx-r)v- v w 75/ m#m. 

r-^sffli^) , ug 1 e.k\z £z&#m&mm<Dtt,¥ 

; fcSWS-f tf^&atBgWJ^ftfiftSrfflV^ 
*><S£S; ; #7Xt->C£©#?ltt#7X£l§#£L 

SfcfcHTEfc (fcgKJfc) tt, S#4 

8£Tfrft:btt*. 
[0 0 3 4] iKlT. *^W*i#&ffl^n«, 
fc» &*8ai~ SM©c-e r bB- 2018g£B£ 

surra 50 



#M¥7-5 9 5 8 8 

JO 

[0035] frfrz*&mfti*zw ! aisrzti®JikMzf\z 

[0 0 3 6] #&9ISi#©b h««8Hfi«ct^-rs«BISf$ 
$K»fc«tn«, #$69§Si#tt S K - R B - 3 SMfi^A 

-43 laeaajc^-r-siHBise^fflsrrs^t*^ 
$ n, z\e>z\t&K> *MM*KmmxMmm*irr 

LTW&T&O. #58EK<fcn«fc hRtf*©te©«?L 

[0 0 3 7] *anttH*ffif*. ±f2*/*D-^ffi 
#£^©£«#£UT^rf*;i£££*£LT, AS 

zft&m&Qvmmisnzmi^mzft^mm-z z t 

# £ * fc & S ft&SttEiiK8lfift LTfg- ifc fcft 

tsfflstts&a©*)©. *isssi. 

#58T&ntf<fc<, ffftlttHfl. ft**raF©B*TCfc? 
Tfc<fcV>tf. a**0& SB*f. fUM*©ttlHMWBfc 
•*•*©*** V». £&IOm*IB&l/Tli«UlittiC*Sft 
&£©8ftlC «k 0 ^ t ft U#5ftJ&B©Jfa!8£ "bSffl 

■eft*. ±Et>-rn©»»*»*ttic«v>iiiiTft*. * 

tc&mmommt* ^©^jsic^uTjtaftift-^iSK, 
09^tfttitaij^S8©iiSiTtti)iSRrt, fiB^rt, at. a 

[0 0 3 8] *5gWfe«^J©ta:4*ttKii^©«:#7j 

©s*^ 0. ooooi~8o aaxes^w^n* t> 

0 1 «t g~ 1 0mgSa©ttHTra3n«©#ff£l' 

*»<uT*»w«w0»©a-*«cJ:ntf. ^n^ss 
**nfc«#©#«ic*v>TMiWMiTr©iiMi«!Ftt*« 

iilSSn. »<-LT)f»©tH«Mb»qi3ns. 
[0039] 

WW©**] *»WKJ:ntf, JiJitH^U-fe^-t 

[0 040] 
[004 1] 
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7W%y - 'ftftJ-'*— OHf->3> (AT 

CO ±0A*Lfctha«aBSa«cSK-BR-3 (§F 
t6#^ATCC HTB3 0) 5*SS&*fSftFCS 

<"<-y>;tf-'VWVfAtt» t^-->U> (10 
0*(i/ml) Ri;xhV^h-7'f^> (2 0 0mg/ 
ml) ££2in*.£RPMI-l 6 4 0«i6 (B*SHtt 
S» Tf, 2 2 5 cm 2 7yX7y9&1&1&&7yX3 

U5DX ft*-/*-*?'* MtS) T, 3 7-CT. 
5*C0 2 fcfrTfcfcfiUfc. W 

[0 0 4 2] ±E$JSa<lffl!&SIK:i£gL£l^ ifiltt^U 
^©&, B«S«5 0mim 

U-©fS»2 0 0m 1 77n-YM- 1 OK 

(i8jiB£:M» *i/W7«100 0 :75n>a© 
*S#bfc^77D---feJU-i5"fy82 0 0 (75 
fcffl^T, g^tfxfcTinffiLT, ig 

*±^*2 0(gt8 OfgttrjgiRSbfc. o. 

2 2wm5U^77^;^-TiSjib> -8 CCTStifS a? 

[0 0 4 3] © ft#££/W:/'J H-VOKjgt-* 

±£0)T?iSS!U&SK-BR- 3 WIS© 2 0(§jfitS^* 
StlOOtf 1£, Ri07D-f >FSS£7 Vol 

ttOBa 1 b/c£v?X (6®tfe, 0*^¥- 

MB® .8 o f&giiS&«&2 oo/ii SR«triiJnfi-*b a» 

[0 0 44] fiHftfte>3Hffc£. ft&L&VtfXiD 

TV-r;PX$"f >£©7jj£ [Mi 1 s te in, C. e 
tal. , Nature, 2 5 6 , 495-497 (1 
9 7 5)] fc«AL£;frJfefcJ:oT«fflraeaT©a 
DlfcKl/fc. W*. *r±BIMM*3 7X:fcin»l/& 
RPMI-1 64 o'ttOTSBftftl/. RKlClitfrolB 
t*iTSV7X#flHaBiaP3/x6 3-Ag8Ul 
[Yel ton, D. E. , et a 1. , Cu r r. 40 
Top. Microbiol. I mmu n o 1 . , 8_ 
1, 1-7 (1 9 7 8)] %fo#LTc. ft. COVW 
ftttHMBIi. 1 0 xm^S&itTtm (CBS : A 

•f^a->-9#5hy-iCttw *jn*fcRPMi- 

16 4 OJgiWT? 1 0 OmmfflJ^lg^jni (3-->y& 
W ±T3 7*CT. 5%C0 2 TflS*LTfflt»fc. ± 

mmmmtnmmmmt^mm^iti o : 1 K&£«fc5 

IC50ml OD^a.-> f rtTjgftL> f^nfcffliai^ft 
S2 00 X g-C 5#U&bfe 1»«^5'-*W!' 



#P8¥7-59 588 

12 

[0 04 5] *tr#Ux?i/>^U3-;V4 o o o C* 
STF rpEGj &B»-rs) 2ml sun*. 

V>T3 7tfc«ll/&tWei» (FCS) 
RPMI-1640S»lml S^<0il^WW 
tfT**., lftWftSU SCI^«[2ml*ftI^.T2» 
IWSSU XfcHiMml*inAT4aiRttJ«l/fc. & 

3 7 < CIC#i&Lfcl 5%FCS, 2 0 Omg/m 
lflS&XM^hV'fS'X 10 0U/Kr->iJ>, 

5 4 m g / 1 y >^T-f 1 m 1 Y 
ttSRPMI-1 640 (KTJin&^RPM I - 
1 6 4 0i£fl&£V»5) 8ml £ 2 ~ 3 #R8jWtT JOAfc 

6 2 0 0 X gT5»n«4>»«Ufc. ±«£!R3II$S 
b, 3 7TCfcflM&l/&f5£RPMI - 1 6 4 OiglfeiK 
K» RSIBlx 1 0 6 m/m 1 3 

it. ifclC. Z.<DMmWt& 9 6 Vx.)VzfV- V (n-X^ 
-a» OftOiRO. lmlfoMU 3 71:, 
5%COj . 10 OXmM.O-i >+rL^-^— i*g-c*&fi 
L-ifc. 2 4NfK^> 5mMk^>?X 2 0*il7 
Sy/rU >Rtf 8 0 0m 1 ?5.i>> (7D-- 

hu-xaio ft*tnoxFcs*aig&£RPMi- 
i 6 4 ojgftfi (aTc*i* rHATJga&j © 

0. lmiroftafrx^KWnl/fc. ±*S2 

Bgfttf3 Heic-weno. lmir^stsiu #rL 

ViHAT^O. lml1*o£JnAT8E£&L-£. -£© 
±E«aafcfc2~3B**fcfrfcofc. 2MIHBK 
ntt£-kift&ftSIL-. 5mMk#**>f>Rtf8 0 0 

M 1 ^Sv^-^tTSc^RPM 1-16 4 Oigifc (£IT 

M I - 1 6 4 OiSttnMBJfiJIMLfc. 
[0 0 4 6] ±GKftM;:J:«fl&lia«. 10-140 

9 6 ^rcJl/^W- h©j£ffla© 1 /4 Sfiftfc^J: 0» 

UTfflVifcSK-BR- 3iBBfi©^fitKStri 
HtUT. »^^feS)* (EL I SAS) irr, ^H±ffi 

(Method in En z ymo logy, 7 3, 
3 (19 8 1)) ICkO, ^>J H-V©^P-n> 
{fZfiUitc. ft. ±SJC*$V»T*tHttTfflVifcSK 
- B R - 3 iSe8a©lg^BttKTcDa; 5 It UT^Stfc. 
EP^v 5%FCS^DPRPMI-1 640^»TSK- 
BR-3jfflKf««g, «t>fcSK-BR-3MBftU 
(PH7. 3) [lOmMU^tttflBm 
M NaC 1] Tife&U 4t:t!4 0 OXg-e^irlS 
U «*fci9JJiaS®?SigffiJ8t (pH7. 4) [2 0mM 
1, 4-lf^7> ? >v > X^>5SK-NaOH, ImM 
MgCl!R«5mM KC 1 ] «PT^-flS (2 OX 
hD-ir) Ufc. MB&©* ; e^*-httSt!J4 , CTl 5 
0 0xgT5^HBS<^MlU «B©^VyhftXjr«J 
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7-59588 



13 



14 



-~>>/Otzlf><Dmmft£l>Tz. 

10 0 4 7] ±.ttnmmvtcSK-BR-3mm<Dm.m 

&ftm (1X10 6 » £5 Ou 1 MJX&SrSK (pH 
7. 5) [2 0mMhUX&SRtf5O0mM NaC 
1 . KT TTBSj t^ol \Z®BU 9 6^1^ 

£0 7>-h©£r7x;W;:»#, 4 < CT?8P#M'r>*3. 
<-h-r^iilCit)3-h (SB) Lfc. ^>T-hia 
&£x;i/&0. 0 5%!y-f->2 0*^tTTBST?3[5| 

2 CCTl^fW. TBS*t300fi l/^x;WCDO. 10 
1% (W/v) B S A (3->©75i'->3>V :fgl 
Hffillttg) -C-O+a^-M/fc. $HT. 0. 0 5S6 
y^— >2 0£-g*rTBS-t?3[sIife#U A-f^UH— 
V±flt 50tfl/ml ^S^x^'cmfe. 2 0 "C 
Timit. ^xJl/fcift&U 3 0 0 Of&fcf&ftb 
fc50(tl ©7;U*U7*^7r^— "£";:#»/7'U>i' 
Stffc^*ffiT7Xfc&^n7*U>ifi# (A-f * • 7y 
Ftt©) *&Vx.MZMZ.1t. ^-hS2 0t;-Cll| 
RK hUfc*. *il8£©8£#£ll§K;fci&lc 

ifc#bfc. 20 
[0 048] -?•©&. 5mgfflp-^hD7i-JV l J> 

6 (AM * • 5 y Fttfi) ££&S?Si-SR?£© 50ji 
l/^iM»A, ^feSJSSO. 5M NaOH©5 

HA/'J-^-NJ 2 000 <A y HtfcSS) 

[0 0 4 9] #<LT, 7 7 4>7iM0, 

s^-rs^y^n-^^ss^-rsA-r^'j f-v 
1 7t*&#fc. unsra-en^n tcfd-oa-pi 

8 5-U ~ TGFD-OA-p 1 8 5-1 7j ttis£ 30 
<3> ^^©fcJ&WlSiSC©^ 

nfcc - e r b b - 2 ite^^^^ft^^-ssett 

[0 0 5 0] EPS. 3rf SK-BR-3jfflI&©lffllfi*§» 

[K a s u g a, G. , e t a 1 . , Me t h o 
d s En z ymo 1 . , 1 0 9, 6 09-621 (19 40 
8 5) ]. KSteT, *1*SK-BR-3«Ha©lX10 

7 P/l 0 Qmxnm<D%mgM&&)>n7V-2V7 
U>^-ifiS (pH7.'4) [119mM NaC 
1. 5mM KC1. 1. 3mM CaCh, 1. 2 
mM MgSC-4, 2 5mM NaHCO» , 5 OmM 

Hepes (N-2-hHn+->x? 1 JHf^7v ! >- 
N' -2-X*>*Jl/*>». *s!f?lrS.tl)Htm) R 
ZfO. 1% (w/v) BSA] 'A\Z. JilH 

Jf§&'g8Bl&£ s 2 Pi (18. 5MBq/m K -jl- 
-f >^7>K • J-WTVcWd ^ffl^T. 3 7 < CT?2^f 50 



ra, ±iati5ji;ig®?8c2mi*-egi^u;fc. rasas so 

mM He pe s £#tttgfi¥8«i£ [1 0mMt!nU> 
B&7- h U S A Cf&ttUGiittSS) . 10 0mM7 v It* h 
U^A (M*^ttS) , 4mM EDTA, 2mM 
PMSF {y^.=.)]/i< : ^)V7.)Vi^~)Vy)V^v^ H, v' 
^V^5*;VttS) , 1%HJ h>X-l 0 0Rtf4 0 
O/iM^hA-^-^^K^hU^A] (PH7. 4) T 
4 'CfcT 1 ISIfflWigfcS-efc. *®Vt% 1 2 0 0 0 X g 

Tl 0#|IMi&#*LTR*U #^nfc»iBa»s?s© 

©20 0w l£c-e r bB-2SeT^i|jfc#SWfc 

[oo5i]@ ft&a:® tft^sfr 

±fE@T#fcftgfttSC2 00(i 1 t-^x^u-->^ 
T#£nfcB§tt*n->l 0 m 1 tfcflSU 4"CT3 

77a-* (7r;w->7ttS) 2 0ui&JnA, 4 

t\ 3^M-f>*i^-hbfe. KJ£»£i££ 1 2 0 0 0 
xgfl 0ftm&<i>ftBU *<Dtm®*imJ%WffiWi. 
(pH7. 4) [50mM Hepes. 1 OmMtfD 
U>K^-hU^A. 10 0mM77ftth'J'?A. 4m 
M EDTA, 2mM PMSF, 0. 0 5%hUh> 
X - 1 0 0Rtf4 0 0 /iM^hAty^th'J 1 ? 
A] KT3@tt#Lito 5&l>#8©&, t*P?«J&5 0/i 

1 <D?s.x.-)v<Dimm\zmmz^ notTSM 

^>*a^-Hfc. ^UT±E!$iS&£Wx l J©# , i 
[Laemml 1, U. K. , Nature, 2 2 7, 
680-685 (197 0)] ICftoT, 7. 5%#U 
7£'J)l'7S Fy^SfflV^cSDS-PAGEtCkt)^ 
«fbfc. N. ±ESDS-PAGE»Cftffll/feSDS« 

> ©fl2 0 0 0 0 0) , ^E®)3-^7f h->^- 
GH^fil 1 6 2 5 0), ***U9— K (SH*9 
7 4 0 0), BSA (#^S6 6 2 0 0) St^3P7;l'^ 
5 > (5H"*4 2 6 9 9) T. ^TA'-C* • 5 y HtfcS 

© ^fcffittHU&A-f^U H-V©i/n-->^tfit#: 
©SjgRt^SS 

^aEttKLifeA^^U F-v©?n-->^tt, 9 6^ 
x^yw-ht«l®S0. 3fi/^x;Hc?i?)J:5K:^ 

2 x 1 o 6 m/*73L)vtis.z>&o\zmxrz. 

[0 0 5 2] ±|2^©i(§m. 3ffi^Lfc^jS«H 
ICiggU 3 5 0 u 1 ©Jt^**8e>TStfifSL&. 

1 7©A<^'J H-v©^^e.±|Bl/fcJ:'5CLT#e. 
nfcA'f^'J K-7BGFD-OA-P 185-1W 
=SUfc ! b©Ta&ofc. 

[0 0 5 3] it/W 7*1) H-T©«Sfi^©a0fT^o 
fc. EP^, 5 0% (w/v) figfP©6ftig7> ; e- , ?A© 
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j&SJfciOttESii-* 1 4 0mMU>K®«fi£ (pH 
8. 0) *KB^»S-a:, ®mma-fem&774-T 

4 0mM'J>K^hUC7A«®aE (pH8. 0) «fC¥ 

10 0mMJ/I>8th'J'JA (pH3. 0) TSSrffi 

U -2 0tn?«tLfc. 

[0 0 5 4] ±iBT#6>nfc#559Iffi&S£/W:/>J H 
-VGFD-OA-pl 8 5-lfl X^Sffi^ft^fe ifl 
Xfgft«W^0ffc TGFD-OA-p 1 8 5- 1J fc£ 

12 206*1 (FERM P- 1 2 2 0 6) J T?&3. 
[0 0 5 5]® */*n-^;l4a^§l±«©8JlSC 
±BA-f 7'J F-VGFD-OA- P 1 8 5 - 1 
RPMI-1 6 4 0gJ6fcT\ 5%C02^frT-C. 3 
7X:\ZX9 emffltgmV. i&it*3 000rpm, 1 

[0 0 5 6] © ffta/i#©®jt 20 
±E©T#&nfcA-f^U H-TGFD-OA-p 1 8 
5-l©lxi0« <B£, ^fcr/UX^ (TWFUy 
SSilTfe^fcBa 1 b/caiv^XfcJtJBS 
rttft#Lfc. 10~14B&, #«bfc|fi*£«JSU 

[0 0 5 7] &K**0ta#£. fii^SSI+y h (MO 
PS kit;, JU* • 77 HttS) Sfflfrvrftaix 
T. «@Jxft:GFD-OA-pl8 5-l&#fc. 

[0 0 5 8] Kf» ±E-C#^nfc*^txfr©^tt£ 
*IS^2tUT^-r. 30 

[00 59] 

[&6SOT2] 

<X> tt#©tW9X 

Q-t^O^^^Xlt IgGi . 
[0 0 6 0] @ fttt££l"W 

%FCS^iSllRPM I - 1 6 4 OmmzX. 3 7"CT, 
5XCO! O&frTfcl 0 HW-f >t?hDtT«*U 4? 

[006 i]@ tfi#©;*jtt 

^Stfc c - e r b B - 25te^g<t&Wageo 5 0 ^ 
g/^xJl^a&D-h (4^, 2 4Bf|fS]) Lfc9 6£ 
x^iJXfl/^^D^k-h*, 1S6BSA© 
0. 0 lMU>K^«ISf«? (pH7. 2) t?, 4tTRC 
2 4 P#m, 7o y * Ufc. *©&, SlJg^ 1 ©©"C#fc 
*589!Si^?&^tf«§l±ff«in^. £i&T3B$raK£s 



#P8¥7-5 9 5 8 8 

iff 

&) £flH>T, c-e r bB-2»{5^-««iSaget 
«S|±«f©8 x 1 0 * m& 

[0062] 

[#%0U] SK-BR-3«BIBa<*©/-1f>^Dy h 

c-erbB-2 E G F R££? £©ffiHft 
*i75ySE5«t?*55 OSKtBS^Hi:*^. EGFRS 

ssflfc&gi-rst HisaH)B«-e*sA- 4 3 1 mm&tt 

RPJCbT* SK-BR-3jfflte*ic-e r bB-2fie 
^S^3S-T«^t*'5A^. fEfcJOc-e r bB-2mR 

n®mtz>&i8.-7a-7%%^tc;—*fyyay h#$r 

[0 0 6 3] £©ii&K::fcV>Ttt, t H±ftffi«ffl)ia<*A 
-431 (ATCC CRL1 5 5 5, Fabrica 
nt, R. N. , et a 1. , Proc. Natl. 
Ac ad. S c i. , U. S. A. , 7 4 , 5 6 5-5 

6 9 (1 9 7 7) 

[0 0 6 4] SK-BR-3HatA-4 3 11M. 

NA<DmM\z&ttz>f)vm§mmt;~ $yu y bfttt 

7X*SO*tt [Suzuki, M. , et a 
1., Jpn. J. CI in. Oncol. , 17 , 1 
57-163 (198 7)] fcftoTSUSLfc. 
[0 0 6 5] &fciBW§ : 1~E?U## : 5 \Z^Vtc 
5 ^©^fctU^^l/^F gftDNA 

Gtitmm (y-r?^ h • AW*->x-rAxas) 

®mmz&r>T£tfLLTc. ^*anfc«-*u 

[0 0 6 6] E#J#^ : Uc^-r^-iJrf^^U^H^ 

n-^^D-yitu &>T&7n-7\zmmmi 

1, yP-^2R^D-^3B, c-erbB-2Jt 
fc?®»©<fflfl&fl-F;<-1'> (2-2 1, 34-52£2 
5 4-2 7 3) ©ffi?!l£n-FT£mRNA£^f 
^n-^*4tt, ga©^a®H^'f> (6 54-6 

7 5) ©6BJiJ£a-Ff£mRNA£^r-5. 
n-^5fi. g£©fflJ«gF;*-f > (1 0 5 5-1 07 
4) ©EJUSn-H-r-SmRNAS^-rS. 

[0 0 6 7] tM5-7^f>mRNAC9» 
fZOjjrn [Honda, S. , e t a 1. . J p 
n. J. Cancer Res. , 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] fcftoTfrfcofc. 
#-£LT^jffE^S©U#7-ARNA (28Stl 
8S. ^r/PVS'TttlD 

[0 0 6 8] SK-BR-3aiC^T. WJBfl-H* 
-f>l:-Sf5c-e r bB-2mRNA©gat/W 
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?v 9-i x-r softie 3 -3<D7u--/%mm 

5. 0kbpt2. 0 kbp©# ; flH , X£'t>:3 2'D© 



(10) 
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[00723© # <J * n-:Hl<Si#©SSgE&tf 6SJa 



©§Sffi.fc*)&a^&. BISiSF;*^ >t-St5c-e l©©tH«©^fe-C^gEMfi©fc*©SK-B 

r bB-2mRNA©Safc/W^'J^-fXTS^a- R-38IKt, A-43iaBB&££. igJSTfi&Lfc 

rcti—OB. Okbp©$H*iMXTA*>F #'J ? o-^-^4fi{i|cfe|p*Ufc. ®*>, 3 0E©B 

jWWHStifc. a- 4 3 iaais»c*uTtt> mm&tir? a i b/c jr*T£x&5r>©i0i/-:/ , fc#tf\ £rF©& 

n-^fIl/fcWt,0-7i'f>mRNAl:- Stf CttFCS©*©20 0m 1 (n = 3) £, if)\>-?2 
5A*>H*^til$nfc. H^-T, HHSftK^-fMC-S* 1^ fc»2 0tefc«l8LfcRPMI-1 64 0ig&©2 0 0 

f5c-e r bB-2mRNAOiat;W^U^X tfl (n=5) &, ^-:/3 fc«MT7U-RPM I 

t-^T'n-^©^ ^n-yiiyn-^2tSIH© - 1 6 4 0 Hffl&tpfc^ns 1 0 6 I©SK-BR-3 

|g*)Wt£ftfc. m\Z, -fa~Zf5<Ddr~X\Z^X mm (n=6) £, ^;U-^4fcttSK-BR-3«8ia 

tt, jffl8aeK^^>C— af-Sc -e r bB-2mRN fc«fct>Ti8S£n£2 0 fgjglgJ&ift© 2 0 0 u 1 (n = 

A©sec/w^uy^x-r-st>©tt, 5. okbp© id *fc^-^5ic«A-4 3 immz&vm 

ft=?-*M 30/t>HO*)5^fflSnfe. ±13 SSnfc2 0fgJ8Kg^*©2 0 0/i 1 (n = 5) 

*§H«J;0. SK-BR-3fflJ&«> ®e>fr\zc-e r b n^nS-S-Lfc. JM0S©i9:#tt#:©<fc5l;:UTfTfc 

B-2mRNAga&5Elt-5*>©T*5~£#W5. ofc. EP^> 7 1 \Z\tF C S©#© 2 0 0 u 1 

[0 0 6 9] ^-7 r 2K«8 0f&fcSI6UfcRPMI-164 
[*JS09 33 &^#£ffl^fc&&ttl$iit& 20 0 igift© 200/jIS. £01^-:/ 3 £ttlitfit:7 U -©R 

*mi*/?V-1-J\'ffifc<D®®*WZfr'lZ-t2>fc.ib\Z PM 1 — 1 6 4 0^ffl«p{C^Sn^ 1 0 6 fi©SK-B 

c-e r bB-2ge^EGFSeS^-f'55pU^n R-3*ffl&£, >f)V-?4\ZUSK-BR- 3mi&\Z£. 

-^it^^yi'D-^jiftsfflvi&^iti^ttife ^>TPSsnfc8 o^s*g«tti©2 o o /* i 

OT©aDffft-pfc. ^-^"5 fcttA- 4 3 1 KMC J: DPSSnfc 8 0 (&« 

[0 0 7 0] VifctVTte, c-e r bB-23Hg^g Jgi&ift© 2 0 0 u 1 £, -ett-ettS-S-Lfc. 3B©&» 

%©C*y8lff# (C?fcSgl 475/KEM: 1 242- 7Wi^#feMS:c-erbB-2l&?SfttE 

1 2 5 5) £^T5£^#U£n-:hJl*i#£LT GFR£*fT3ffi#©#£©^£fT&5fc*©fcSi£ 

pAbl (T488 1) (HJ h> • A*^ ^riMX^X l^KlStttbfc. ^ifcl^S*:t«^»:»ltt, 

ttS) c -e r bB-2Jte?S ! ilMe©+^— If fD®CD*SCf-3T, UfcSK- BR- 3 jffl 
H^-f> (T5/KE50: 8 6 6-8 8 0) SK^TS 30 fl&tA-4 3 iaBSS*^©iHBSa^®XttPSEU^« 

*1^#U*D-:WH6WfcUTAb-l C*>35*- *4"C^3l^M©ra^i 0m lo^'J^n-^V-gt^t 

> • •y--fX>xaM) Sfec-erbB-2»e? t/^ a-^^XttNMS OEfifV^XJfilfit : n o 

M®W&<DWiWl\ i *4>%%fflrtr : £>' ! ?'57. : £J9u— rma 1 mouse serum) t*M>*a^ 

^Svffct bTSV 2 — 6 1 t (-3 1 WatJ) -t - hLJt«C«H0»iebTjMB»*ff3a:t>&. 

n^n^fflbfc. cottiwi gG« ©tr^^xsw [o o 7 33 *&jms£eiss££iH&tfi52Hc 

tSfeCTfct), YX350*S [Masuko, 

T. , e t a 1 . , J pn. J. Cancer Re [0 0 7 43 $1 AttSK-BR- 3iBHB©## 

s. , 8_0, 1 0-14 (1 9 89) ] »C«k9ffr5££n MmiWD* BttA-4 3 im<E>*HR8!M»&®. * 

fct>«nra*. *fc. EGFR®iBB*i.H^'f>o«w n-en©fc«it&£«fou W>att*U*n-:MV 

^HS[Green, M. R. , et al. , J. I 40 ffl#Ab-l£. >btt#»J i^n-^-^ttfrp Ab 

nvest. Dermatol. . 8_5, 239-24 IS, W>c« ; E;i'n-tM#SV2-6 1 r 
5 (1 9 8 5)] *^-T5)SiEGFRqEy^D-±;P . V— >d ir.n—^MIMfcGFD -OA 

ffifttL-T, RPN5 13 (/"7v*jUtt§!) -pi 8 5-1*. l^-^eliEGFRIC^TS^y * 

fc. £©ffi#»ft&ES£L>TA-4 3 Hfflj&fchU^v- D-tM#RPN5 1 35, SftW>fBNMS 

>*ai/fc"b«!)Tffj*sn , r*o. i gG 2 , ©ftts£ -t*w?n*f. *&, ^©Air^^smfeOH^B] 

^-rs^©-?**. ±&&ftmt^-rn*>m&w.mm\z sK-BR-3«Ma^^&© s 2 p-eg^Lfc 

fifoTftffl Lfc. c-erbB-2 Xemif OftffltiR^U* 0® B 

[0 0 7 1] ft&WfcOtct!><D&!.&tim<Dftl$ l t%m* fc^itSU* D Hzmt* A - 4 3 1 MJBiMMfc* e> © 

*©SD^Mbfc. BP£> ^Jfi031©@tP«©*ftT s 2 P-e^SSUfcEGFRfi^aifeW^tfciaS^ 
SK-BR-3SfflBatA-4 3 lfflK©a55a5)-«?#j*© 50 ■r..ftHK*»t*»*tt5r^ft'r— *-OiHF***fe 
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t. 

[0 0 7 5] &m&W&>?-him%. 

[0 0 7 6] W&. SK-BR-3$I&© S 2 P&3S© 

£ P- i-)l$i#t c-erbB- 2®£ J fl!!&© 

^©t/^a-t^GFD-OA-pl 8 5 - lti 
tfcK^Sl 8 5 0 00SfeOc-e r bB-2jte 

->a~W->d#!&) . L;frU EGFROifiM-h" i0 

&5\zzLom&*fi&tiLm2iif3.frorz. (0©a©p- 

>e~U->f#RS) . A-4 3 1fflffi©» 2 P 

g&©*g£T?tt. c-erbB-2 JtefSftfc-Srt 
■5 'J >&ftn> FWu c - e r b B - 2 Sfc^gfeK:** 

■rsgi^-ctt^tfl^n&A^fc (a©B©i^->a~w 

->d#M) . L^U 1 7 0 0 0 Offl^TlftJJO'J 
>&ffcUfcEGFRIJ> ftEGFR0ift»C«fc9fe&H38 
htc (0©B©Ix->e#8g) . 

[00 77] ^204', AttSK-BR-3ifflBa©^ a? 

g$>#s©. BiiA-4 3 \ mM(o^mm.mi)^(o, -e 
n-en©ft8E«:&£*bu iz-^aat/^n-t^ 

Jt#SV2-6 1 r£, U-^btt^y 9u—)-)lim 
RPN513S, l/->cttNMSS, k->d»FC 

R PM I - 1 6 4 0ig&K<fcoTfc&3nfc£ilMI£> 
l/->f~l/->hB^nfnSK-BR-31fil:± 
oT^^nfcStJfUm^ l/->i~l/->ktt*n*- 

nsK-BR-3«i8afc t toTiss$nfc2 omm&% 
-en^enA- 4 3 i«t«toTns$nfc2 of&igss 

[0 0 7 8] Sfc, 0©Afc*tt5ll&D=£lBl»SK 
-BR-3«BSa^^e© s 2 PT&8U£c-er 
bB-2££^gfc©&&8:»£*U ^©BfciStt* 
H&D*EPteA-4 3 lmmftMtofrZV 3 2 PTglS 
bfcEGFR3t&?m«9©^Sfl:j8S^-r. 

[0 0 7 9] 

[0 0 8 0] W*>. SK-BR-3SIB&© 3 2 Pit© 40 
*g*T?». NMS, FCS©*S-^bfc-7^^?.#e» 

nfcjijiiim. r p m i - 1 6 4 o JSjrc&ttsnfcftiiL 

». RtfA-4 3 l|RB^J:??||K3nfc*IRttStt 

Jet DfcgStt&ffijhffltt. #&igtt#&«>£nfcrt^ 
fc (0©A©l/->c. d. eRtf l~n#jK) . * 
. fc, EGFR^-rS^/^n-^taftfe^Cgft 
£*3fc#t>& (0©A©t/->b#Ji) . SK-BR 
-3ffflg& (if)V-?3) 5fg-^bfc6E©V«?X*^# 
S>n&£ilfilfBtt. 2 2 PT£t8bfcSK-BR-3iHBll& 
©$ffllS#fl?*3a^©#< ©U >Kfcga 5(7 



fc (0©A©P— >f ~l>~>h.#JD . g"bSIVVt> 
HWil 8 5 0 0 0©^fi1J-'fX-CS>D, 8 2 P 
T©Sl3n&c-e r bB-2®fe : ftl/T5ie$n 
ft. mm<Drt> YifitKc - e r b B - 2&&?m® : e; 
zn—i-fr&ifr-eft&ttmzntc (H©A©i/->a 
#M) . sK-BR-3aeiaicj;oTSiK$nfciSis^ 

D#£ftfcSi]liLfiftt* c-e r bB-2fie^#ltb 

TK)£bfcu>Kftaa*^swcftsa:«bfc (0© 
A©l/-> i >k#M) . u ymfczntc 

A-4 3 1ifi©' 2 PgH©i|g*Tte» A- 4 3 1118 

)V-?5) A^»5nfctn:Jfilffl*>&© , b©tt, #?si 
7 0 0 0 0£8OA*>F£&a*ft#£&Si3li-fc (0 
©B©W->l~W~>n#R8) . £©/\*>FttEGF 

U^^bEGFRt^U&eiC^ftenfc (H©B©k 

->b#Ha> . i©^;i/-^"«to^5nfcjfiiff 

te, #?»2 0 0 0 0fc8^A>F£fcffc&i£jg3i2: 

k - b r - 3 fflaat s k- b r - 3 j; ow^snfcia 

iffi«il«T7ftab?S:2^©^iJ^D-^*i*©l 7 0 
0 0 0 ©SHPIM X£#^A> F*MHfcJ: 0 c - e r b 

b - 2 m&?t><E g f r«&^ i-as&wr sut&sft 
o^t^fliK^nfc (H©B©u—>f 

[0081] ®iae)sg0ti<hJg«?K*©gegiii<!:fta 

<3>-ilffllBJ§«M&© 3 2 PtSSB 

iSBBS©Sia©if B K S K - B R - 3 M t A - 4 3 1 M 

aa* i x i o 4 e/3 5mmm©^s»c8^, u >my 

U-©RPMI -1 6 4 0Jgift'r3|i!iifflB&£ifc#&, 3 
7 < C"C12, 2 4R^4 8^W©M, 5%FCS£-§tf 
lml©U ^K^l^yn&aM'-^©^ (pH 
7. 4) <B*S2iS*t4l) «ffc*^T 8 2 Pi (18. 
5MBq/ml) -C-f >^a^- h Lit. Wmtt4XlT 

-mmom. mmm 1 (oo^^titcmmmmo 1 

ml-CWigfllbfc. (lml) fe^fc««»fc. «H 

Ba^«?^t«ll«>P©^fl:«i* 1 2000XgT10 

mo 2 0 0 it 1 £fc£ttPI©fc»Kffiffl#fci u&. 

[0082] ©- 2mjmm®^m%mmmztt-rz 
[ s 5 s] vx^-r >gi® 

aBsa©^®© w a s k - b r - 3 «Bsa t a - 4 3 1 aa 
flas3x i o« m/e ommjm©^sic»€, iisa*'> 

X7 t -f>tFCSSr^*&V^5 1 ^->7U-©RPM 
1 -1 6 4 0JS«fiT3@ft^ ^H^T^P'f 

7*C1!2 0RtX4 8^Fffl (SK-BR-3W ©K» 
Xttl 8PSRS (A-4 3 18B^) <0H. 1. 5ml©l 
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XFCS8slI]->X7V>7'J-RPMl-l 6 4 0Jgtf! 
tp\Z [ 3 6 S] yXH > (3. 7MBq/m 1 : -a. 

3 -® 2: If «©&&$«&© 1 . 5ml-Cl"J&fcbfc. 
fcgfc (1. 5ml) fc*fc**&. «B8S^}«t^SI 
^©/Fjgfc&S 1 2 000XgTl 0#M3i£>#RiL 
Tl&SUfc. ^UTiHE!S^*^Rt;«S^©7 00(il 

[ o o 8 3 ] ©- 3 &wm-t<D?immKfo 

±12®- 1 Ktf®- 2 Tffr£bfcifctt£ffifc b£ S K - 
BR-3tffll®<!:A-4 3 1 jea*^©lfffl8&&8?i£<!:J&« 

[0 0 8 4] -?■©&*, 3 2 PT?g8LfcSK-BR- 

3«8atA-4 3 iaeja©«aiiia^«3*ffifflbfc^ 

3 2 PT?i!8Sbfcc-e rbB-2Sgfii (SfS 1 
0) i^HMC. GFD-OA-pl8 5-l£ 3 2 PT 
g^UfcEGFR J ?>JiEGFR*i#:i:^<I^U<, 

«W»r*tiic-e r bB-2»^j£#itrt#»;:<fc-3T 

— BR — 3MB3t A— 4 3 1 iffliatC.k'oTliSSnfcS 
mmt. 4 OCDjR c-erbB-2 m^M^Wf-t 1 

nofiEGF RStfre&Sitsf z>ftm&in y h 

[0 0 8 5] [» 6 S] >«»Ufc«B* 

[0 0 8 6] ^311^ AttSK-BR-3ifflfi©ilfflJ!& 
##<&*>&©, SfcBI4SK-BR-3lBIII©IBfiB(Efl» 
6©. *n?n©ftttt£ff£8*>U l/->a«NMS 
*. w->btt*U*o-:Wl4M*Ab--i*» 
ctt#U?n— tMifrpAblS, U—ydtt/tr 
U —f)V]fcfr SV2-61tS. V— y e B^fSW^/ 

tM^GFD-OA-p 1 8 5-1*, 
ttST. 0C9AtC*3lt-5M&OHABItt> SK- 

BR-3fflBjMIMh9>&0 [ 8 5 S] v'X'x-OTglll 
Ufcc-erbB-2 S^aftbOftffittB&KU S 
©Btfe^^SfetHftWi, SK-BR-3«MS©$ 

[00 8 7] K0<to, [ s 5 sj ->^x-f >tc§isn 

TV>5SK-BR-3^»CfeV^T, 4 ^©SfcSSlC 

- e r b B - 2&^g&ft##ill8S##&*©*H 1 fi 
1 8 5 0 0 0 ©A*>F£l^5£b& (0©A©k->b~ 
U-ye&M) . U38»ba««6. V»<-3*»©*»JIWa: 
/\*>Fa*NMSlC«koTtfcffl3nfc (H©A©l/->a 

#BB) . NMS« [• « S] ^5r-f >T!«Bl/fcc- 

e r bB-2 5te^lg4&-e*-5^t^lxTU-5A*>H 
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*HftUft*tJ&. [» 5 S3 ^X5M">gilSK-B 
R-3*BfcJ:oTilllbfc««**WIUfct«» * 

k h * -r x # ^^i^ssasftssga-r * c - 

e r b B - 2 afirPSMWOrt'* 2 o©#U * n-±)V 
ftmt, NMS (0©B©W"->a) iJtt$bfc££, 

©BOW— >bil^— >c#BB) . bfrl/fcatfcifflfl&ft 
SBft-TStitc-e r bB-2fie?«^/^a-^- 
JMft#S V 2 - 6 1 r fc*?^©^ £ n— •^/HfcfcG 
FD-OA-p 1 8 5-ltt, i3<t-?-l 1 0 000O» 
^&fc^tf»Wtot>F*ftfttfc»atffc (HOB© 
l/->d £1/— >e#KD . £©ilSS«c-e rbB- 

2 Se?EttHXSaK«tS K - B R - 3 o T 

[0 0 8 8] ®-4&Hffiflc&SK-BR-3lHtt&A 
-4 3 ltt»lCJ:oTlMH,fc**K«pC!> [ s 5 S] $/ 

>gss^fiH^ nr^-wase^ftT-e©^ 

A- 4 3 lfflJ£fc«k-pT££LfcEGFRWSgBfc£ 

©SH^ttts-rsfcs&K, [ j 5 si ~yxf(yvmwi 

bfcSK-BR-3tA-4 3 1 MM* 5 7? U 
^75 Ky;VSfflV^fcSDS-PAGEO;D»*rl/fc. 

[0089] ^©Ug*£, Sf? 4 EtC^T. 

[0 0 9 0] $4@[p, AfctSK-BR-3UPS£, * 

fcBttA-4 3 iMmz£?Tmmistz.mmm*o i 

3 5 S] ~>X5M >gi$fi£gH^ Hr^-H»Se© 

©ft&tt«£> -en^en^-r. s-ac*tt*i^->tta 

T©$6Sttl^©i^*&^-r. BPS, l/->A0attNM 
S £<8B&$M?I&©KJ&£, l/->A©B»*%M©c- 
erbB-2 fcfc^gifety V D-^StttG F D - O 
A— p 18 5 — 1 £«8B&#0«J©E£*, V->A©c 
ttNMS^t^®^. W-^AOdtt^W^y 
?a-tM#GFD-OA-p 18 5-1 £&£&© 

^en-en^-r. *fc^->B©attin:EGFR 

b ttgtE GF R^y !? U-±)Vffith(T>%mWL05.fc* 

•en^n^-r. lEfcawAfc^^-snfeosftWttc- 

erbB-2 ®e^S4&5£. Sfe^H^Wttc -erb 

B-2ae^j£#>w&®£R£^u s©Bt*it^^ 

fer)5«cW»EGFRS, (^e&#^±EGFRP®g 
ams*-r. (Si, &0©&^»#Wr-;fr-©#^fi 

[0 0 9 1] ±i3E«kO, [ 3 5 S] >>Xf-f >tt"b 
IC S K - B R - 3 MBS©SI^ ittT G F D - O A - p 

i85-i vft&tfflrrzrty h«, «fc o ^ u 

ofc (S©A©U->d#B8) . 5X#U7i"JA'7S 
h*yjPSDS-PAGEt<tt)T, tSH>t*a>ttftn^X 

>H» : fa©^#2* t i iooo OTi^tn-g^nfc. 

£©3H=-sau iooo o©sa*P i 

lOiMl/fc. 
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[0 0 9 2] lfflJi&#fl?+©c-e r bB-238lrP<D/1 

p 1 1 OW--3©^:#^fe©*ijS±3nTi$^ 

- e r b B - 2 g<8f©«fflfla*1- > fc^TS 
gij©tt c-erbB-2 jgeT^^y 2 rJ-^Sif*: 
TN&SSV2-6 1 7£^fci#t>fi«fcilS£a<#S 
tlfc. ft?ft#4 2 0 0 0 FtfBft 6 

n (0©ACDP->d#flS) . -tniiNMSCioT* 
^fflSnfc (f?3 0©A,!:B©l>— >a#$0 „ 10 

FtH-fcLfc. a- 4 3 i&iBfc:£SttKiS«'7tt. # 
1 5 0 0 0©iJ--fXS^EGFRMMgeS^ 

^asnfc (0©B©w->b#m) . 

[0093] 

Vf&tM 4] c-erbB-2 K** JBSW *8 
ttttl:Mt5GFD-OA-p 1 8 5-l©^M 
SK-BR-3«ffll&flct, A-5 4 9fflfi1*, PC-9 
*B«RtfLu-6 5aB»«fflHT. ^St/^n a? 
— ^VSWfcGFD-OA-p 1 8 5- 1 ©ffllS&SiStt 
©WSIStfefctUfc. 

[0 0 9 4] ±f3A-5 4 9*fflB&8c (t hNftlMBtt : 
ATCC CCL185, [Giard, D. J. , e 
t a 1. , J. Nat. Cancer Inst., 

5 1 , 1417-1423 (197 3)]) tPC-9 
MBtt (t httfffllBtt : [Kin j o, M. , Ok 
a, K. , et a 1 . , Br. J. Cancer, ^ 
9_, 1 5-23 (1 97 9) ]) B, c-erbB-2 

&Mf&Vi: [Yam ad a, T. , e t a 1. , J p 
n. J. Cancer. Res. , 7 6 , 9 6 7-9 9 

6 (1 9 8 5) ] ft, H»eT©BSi©fcV»i:&}W»& 

[0 0 9 5] ±G4a&©ttBtt£5XFCS&$trR 

PMI -1 6 4 0JgW>©2 4">x;W^W— h+lCSUri 
fc. SK-BR-3ifflBatLu-6 5WBa»4. 5X1 
0« «/»>xJI<©!lH*fc, *fcA-5 4 91fflJ!SiPC- 

9*ai&tei x i o 6 m/vxjvommzfrz&smztf 

jK#GFD-OA-p 1 85-101 0 0 Mg£S&£ 
&ifil 0 0tfgie/ml tftSA^Cln^.. 2 4, 4 
8 7 2 ©RJH h Ufc. 7n 

«sV>«*i[fta>ho-^I/-hKtt*.T. PMMC2 
4. .4 8fttf7 2P$M©W-1 , >*;i^-r-L&. 

n©JMto««fciHB©»»*fc3-^-#C' Ja- 
unts : 3-^-a» «ana»©^fitt 
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[0 0 9 6] -5-©IS&£Sii5 0fcjjVr. 

(1) I^»W©*/*n-:f;Wlt#GFD-OA-p 

i85-i ©&asinRttc*t'*'«Mfift£> 
«B»ft*u ««itt#ass«a»ia*t*55w© ; Eyi'D 

[0 0 9 7] K0«feO, *»W©*y^D-^Att#0 
FD-OA-p 1 8 5-ltt. c-erbB-2Ifif 
jfi«ft»H"r*SK-BR-3IUatA-5 4 9ilJB© 
■i y\> V D"P©*»*««fc#WIUfc. Sfc. c - e r 
b B - 2 ft£?£4ft ft H C < P c - 9 Sfflia©j£ 

fife^ftgH©^ 9 n— ^-MftffK* 0 *M!«lft8«*S 
n&PftS'Cfiftfr'sfc. c-erbB 
- 2Sft?£tt£ft91UEt>L u-6 5*fflB&©f£gtt# 

[0 098] ±ffiig*<fc»3, c-erbB-2l€fg 

#GFD-OA-pl 8 5-1H -f >H HQ£*frS 
^«*©*»fcHLTMi«»*S*U 

a#»4««aiiiwf©««ie«wi bT*«*e*« c t# 

[0 0 9 9] 

bums] ^sm^w^w 

^^©^y^n-^l/gi^GFD-OA-p 18 5- 
1 O-f >tf F n#S14©^fi©fc*t« 5# 

[0 10 0] flrfe, SLffiiS* (&t£) *6»fc»WM> 
«1 0%^T'J>T@SUfc^, B5^miB6©5^D> 

©vft-ft/t?7<r>&&ifc&> /t97^>«fr*fpj« 

fflLfc. BlStiE«ifi)ii©1r>^;WJ*^© ; E:yi'a 
— :J-;Hn#GFD-OA-p 1 8 5- 1©2 OftgSfi 

[0 10 1] ^©^SS. $Ug£$©BjiifilS&^^ 
©Stc-erbB-2 tefcTM®*; 9 u-+)\,m&G 
FD-OA-p 1 8 5-1 &©|&££ftLfc!Mt2:L 
T. ^60^-T. 

[0102] ^E.i;D. aasajgffl^t*^©^^^ 

D-^-Mftflc©»^ttl4»tt§ftfit urtt^^nfc. 
[0 10 3] L,*Lft#&, jEfftURaftft^^^ 
^— WtlfcK^^T+JWi©^ / ^ n— ^-Mt#G F D 
-OA- p 18 5-1 

jfii«$ffifflufctt, mnwi©it>»&iittsikfiinBtt 
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immm 

[0 10 4] BEWt: 1 
&mo&* : 6 0 

E3*1©SS 

E#i©i#$t 

1$S4gtE^:domain 
: 1 - 6 0 

mm-. 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 6 0 
[0 10 5] E3Wf : 2 

mm<om : 5 7 

E55©S : EM 

jg©& : -*« 
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SfifcDNA 



JO 



ft!J©SSt p^DNA 



E#i©fflg 
E?»©ftf8 

#f&£^TfH*§- idomaln 
#£&B : 1 - 5 7 

: E 

mm-. 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 57 

[o 1 0 6] mmn: 3 30 

E5!J©£S : 6 0 

mmom : mt 

E#j©agi : team* ^dna 

^a&^fffi^: doma i n 
#ft&g : 1 - 6 0 
*Ha£ft£Lfc;£8; : E 

GM: « 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCC ACTG TGGTTG 
AAGT GGAGGC AGGC 6 0 

[o 1 0 7] mm%: 4 
mm<D&ts : 6 6 

mm<DM : 886 
tg©& : 



E^JcDSS : &©@& 
ffi5iJ©#m : 

#»^-Ti3^: doma 1 n 
#S&B : 1 - 6 6 

: E 

E?J: 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 GATGAT 6 
6 

[0 10 8] SJWt: 5 
E#l©fi£ : 6 0 

mmom mt 
mm : -*m 

mrnvmrn : i&ork mdna 

E^J©^ : 

»»e«-riE»: doma i n 
1-6 0 

tm&&%.Ltc33m : E 

TGG AGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 
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